T follicular-like helper cells in the peripheral blood of patients with primary Sjögren's syndrome.
Primary Sjögren's syndrome (pSS) is a chronic autoimmune disease characterized by exocrine gland dysfunction, mainly causing sicca symptoms. B cells have a prominent role in SS, and the T follicular helper (TFH ) cells provide B cells with survival- and specialization signals in germinal centers. Here we investigate peripheral TFH cells in pSS. Sixteen pSS patients and healthy controls were enrolled in the study, with thirteen women and three men in each group. Whole blood was collected and separated into PBMC and plasma, followed by cryopreservation. Plasma samples were analyzed for Ro52, Ro60 and La48 autoantibodies by indirect ELISA. For flow cytometric analysis, we defined four subsets of TFH-like cells within the CD3+CD4+CXCR5+ population, namely the ICOS-PD1-, ICOS-PD-1+, ICOS+PD-1- and ICOS+PD-1+ ("TFH") cells. We also investigated four CD19+ B cell subsets, the CD20+CD27+CD38- memory B cells, CD20+CD27+CD38+ memory B cells, CD20-CD27+CD38++CD138- plasmablasts and CD20-CD27+CD38++CD138+ plasma cells. We observed higher fractions of ICOS+PD-1- cells, ICOS+PD-1+ ("TFH ") cells and plasmablasts in pSS patients compared to controls, and lower frequencies of both types of memory B cells. The number of TFH cells correlated positively with the levels of plasmablasts and plasma cells in the pSS patients, but not in the controls. The pSS patients were stratified according to Ro52/Ro60/La48 serology, and a positive association was found between autoantibody levels and increased level of TFH cells, plasmablasts and plasma cells and lowered levels of memory B cells. We observed a higher response to Ro/La stimulation in pSS patients compared to controls of the memory B cells, although only significantly for the CD38- memory B cells. Overall, a pathological relation between the ICOS+ T follicular-like helper cells and B cells in pSS was observed, but further work should be conducted to explore their overall impact upon disease progression. This article is protected by copyright. All rights reserved.